Background: The Canadian Network for Mood and Anxiety Treatments (CANMAT) conducted a revision of the 2009 guidelines by updating the evidence and recommendations. The scope of the 2016 guidelines remains the management of major depressive disorder (MDD) in adults, with a target audience of psychiatrists and other mental health professionals. Methods: Using the question-answer format, we conducted a systematic literature search focusing on systematic reviews and meta-analyses. Evidence was graded using CANMAT-defined criteria for level of evidence. Recommendations for lines of treatment were based on the quality of evidence and clinical expert consensus. This section is the first of six guidelines articles.
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In 2009, the Canadian Network for Mood and Anxiety Treatments (CANMAT), a not-for-profit scientific and educational organization, published a revision of evidence-based clinical guidelines for the treatment of depressive disorders. 1 CANMAT has updated these guidelines in 2016 to reflect new evidence in the field.
The scope of these guidelines remains the management of adults with unipolar major depressive disorder (MDD), with a target audience of psychiatrists and mental health professionals. CANMAT, in collaboration with the International Society for Bipolar Disorders, has published separate guidelines for bipolar disorder. 2 This section on Disease Burden and Principles of Care is the first of six guidelines articles; subsequent sections of the guidelines will expand on psychological, pharmacological, neurostimulation, and complementary and alternative medicine treatments, as well as on special populations (youth, women, and the elderly). The question-answer format has been retained for ease of use. These recommendations are presented as guidance for clinicians who should consider them in context of individual patients and not as standards of care.
Methods
The full methods have been previously described, 3 but in summary, relevant studies in English and French published from January 1, 2009, to December 31, 2015, were identified using computerized searches of electronic databases (PubMed, PsychInfo, Cochrane Register of Clinical Trials), inspection of bibliographies, and review of other guidelines and major reports. Each recommendation includes the level of evidence for each graded line of treatment, using specified criteria ( Table 1 ). The level of evidence criteria now reflect the primacy of metaanalysis because of its increasing use in the evaluation of evidence. Note that Level 1 and 2 Evidence refer specifically to treatment studies in which randomized comparisons are available. Recommendations involving epidemiological or risk factors primarily arise from observational studies, and hence the highest level of evidence is usually Level 3. Higher order recommendations (e.g., principles of care) reflect higher-level judgment of the strength of evidence from various data sources and therefore are primarily Level 4 Evidence.
How Are the Depressive Disorders Classified?
The current classification of depression is based on the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5) or ''Recurrent Depressive Episodes'' in the International Classification of Diseases, 10th Revision (ICD-10) classification of mental and behavioural disorders. 4, 5 The DSM-5, introduced in 2013, removed the broad category of mood disorders and classifies depressive disorders separately from bipolar disorder. 4 For major depressive episode (MDE), the DSM-5 core symptom and duration criteria (criterion A) are unchanged from the Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision (DSM-IV-TR) ( Table 2 ). 6 The DSM-IV-TR ''bereavement exclusion'' criterion was eliminated in the DSM-5, reflecting evidence that bereavement may last longer than 2 months and is not different from other significant stressors or losses that may precipitate an MDE (Table 3) . Instead, bereavement with more severe depressive symptomatology has been included in ''Conditions for Further Study'' as persistent complex bereavement disorder.
Other important changes in DSM-5 include a new classification of chronic depression as persistent depressive disorder, which comprises the former DSM-IV-TR diagnoses of chronic MDE and dysthymic disorder. This change was in response to evidence showing it was difficult to differentiate the latter diagnoses and the fact that they frequently cooccurred. DSM-5 also includes 2 new depressive disorders. Disruptive mood dysregulation disorder is applicable for children aged 6 to 18 years who exhibit severe and recurrent temper outbursts, uncontrollable behaviour, and persistent irritability. Premenstrual dysphoric disorder recognizes a serious form of premenstrual syndrome characterized by intense emotional symptoms, which may include symptoms of depressed mood, anxiety, mood swings, and irritability, in the final week before menses.
Despite these minor changes in criteria for MDD, the DSM-5 field trials found poor interrater reliability for the diagnosis, and neither DSM-5 nor ICD-10 is based on aetiology or pathophysiology. 7 There are renewed efforts to use alternative frameworks, such as the US National Institute of Mental Health Research Domain Criteria Initiative (RDoC), which attempts to align diagnosis with current understanding of brain systems. 8 
What Are Important Clinical Specifiers and Dimensions of Depressive Episodes?
It is increasingly recognized that there is a spectrum of clinical presentations that are not captured by the symptom criteria for MDE. These represent important clinical dimensions that have implications for prognosis and treatment and may have different neurobiological substrates. DSM-5 classifies these subtypes and dimensions as episode or course specifiers for MDE. DSM-IV specifiers, including melancholic, atypical, psychotic, and seasonal pattern, have been retained in the DSM-5, but the former postpartum specifier is now termed ''with peripartum onset'' to reflect evidence that 50% of postpartum depressive episodes have an onset prior to delivery. New specifiers include anxiety and mixed features ( Table 4 ). The DSM-5 ''with anxious distress'' specifier recognizes that MDE is often accompanied by anxiety symptoms, even when a comorbid anxiety disorder is not present. Anxiety contributes to increased rates of suicide, poor response to treatment, and increased risk of chronicity and recurrence. 9 The new DSM-5 specifier ''with mixed features'' allows for the presence of manic or hypomanic symptoms in individuals diagnosed with unipolar MDEs, as well as the presence of depressive symptoms in patients diagnosed with mania/hypomania. Mixed features are found in up to a third of patients with MDE, although the prevalence rates vary widely depending on the diagnostic criteria employed. 10, 11 Mixed depressive episodes are more common in younger patients, are more severe, and carry a higher risk for suicide, 12 but the specifier is controversial. 13 Other clinical dimensions that are not recognized in the DSM-5 may also have important assessment and treatment implications. For example, cognitive symptoms are included as a core diagnostic criterion for MDE, but these do not describe the full spectrum of cognitive dysfunction associated with depressive disorders, including disturbances in attention, memory, processing speed, and executive Five (or more) of the following symptoms have been present during the same 2-week period and represent a change from previous functioning; at least one of the symptoms is either (1) or (2). 1. Depressed mood most of the day, nearly every day, as indicated by either subjective report (e.g., feels sad, empty, hopeless) or observation made by others (e.g., appears tearful). Note: In children and adolescents, can be irritable mood 2. Markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every day (as indicated by either subjective account or observation) 3. Significant weight loss when not dieting or weight gain (e.g., a change of more than 5% of body weight in a month) or decrease or increase in appetite nearly every day. Note: In children, consider failure to make expected weight gains 4. Insomnia or hypersomnia nearly every day 5. Psychomotor agitation or retardation nearly every day (observable by others, not merely subjective feelings of restlessness or being slowed down) 6. Fatigue or loss of energy nearly every day 7. Feelings of worthlessness or excessive or inappropriate guilt (which may be delusional) nearly every day (not merely selfreproach or guilt about being sick) 8. Diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective account or as observed by others) 9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan, or a suicide attempt or a specific plan for committing suicide Note: Do not include symptoms that are clearly due to a general medical condition or mood-incongruent delusions or hallucinations. functioning. [14] [15] [16] [17] Cognitive deficits can be demonstrated with neuropsychological tests during acute MDEs and are associated with significant impact on daily functioning and quality of life. 16, 18, 19 Moreover, cognitive dysfunction is a common residual symptom during treatment and may continue even after mood symptoms have remitted. 20, 21 These observations reflect the need and importance for clinical assessment and monitoring of cognitive symptoms during management of MDD.
Other putative clinical dimensions include sleep/circadian rhythms and physical symptoms. Insomnia and hypersomnia can be symptoms of acute MDD, residual symptoms of poor response, or side effects of treatments such as antidepressants. Disruption of social and biological rhythms can also interfere with sleep. There is a bidirectional relationship between sleep problems and depression (i.e., sleep disturbances can be an independent risk factor for onset of an MDE). 22 Similarly, somatic symptoms (e.g., painful physical symptoms, fatigue) are commonly associated with depressive episodes and are not well represented in the core MDD criteria. 23, 24 The presence and severity of somatic symptoms, especially pain, is associated with poor outcomes in depression. 25 
How Common Are Depressive Disorders?
In Canada, the annual prevalence of MDE in the general population is 4.7%, indicating that over 1.5 million Canadians aged 15þ years experienced a current MDE in the past year, and lifetime prevalence is 11.3%. 26 Excluding bipolar disorders, the annual and lifetime prevalence of MDD was 3.9% and 9.9%, respectively. 26 These rates are intermediary between those in the United States and Asia and similar to those in Europe ( Figure 1 ). Women have a greater annual prevalence of MDD (4.9%) than men (2.8%), and the prevalence has an inverse relationship with age. 26 The incidence or the risk of developing a depressive disorder can only be estimated from longitudinal studies. There are few large population-based longitudinal studies based on the DSM-IV criteria. The Canadian estimates of incidence proportions of MDE were 2.9% in 2 years and 5.7% in 4 years, 27 similar to the 3-year incidence in the Netherlands (4.6%) 28 and in the United States (3.3%). 29 Population-based surveys have shown consistently that about 50% of depressive episodes are brief, with resolution within 3 months. Figure 2 shows Canadian descriptive epidemiology for depressive episodes. Despite increases in mental health service in recent years, there have been no changes in the annual prevalence of MDE in Canada (4.8% in 2002 vs. 4.7% in 2012). 26 Similar trends are seen in the United States 30 and in Australia. 31 
What Is the Risk of Relapse or Recurrence?
Depressive disorders often have a chronic and episodic course. In a large American cohort of participants with an MDE, 26.5% were experiencing a chronic episode of 2 years' duration. 32 Over the 3-year follow-up, 15.1% had a chronic course for the entire period. 33 DSM-5 defines recurrence as a new MDE following a full-episode remission (i.e., 2 months with no significant symptoms). 4 In the US general population, of those with MDE at baseline and subsequent episode remission, 34.7% experienced a recurrent MDE in the next 3 years. 34 In the Netherlands, a 2year follow-up of 375 patients with MDD in remission for 3 months found recurrence in 26.8% of patients treated in primary care and 33.5% in specialized mental health care. 35 
What Is the Disease Burden Associated with MDD?
Disease burden can be measured by metrics, such as disability-adjusted life years (DALYs) or health-adjusted life years (HALYs), that account for both early mortality and loss of functioning. The Global Burden of Disease Study 2010 found that depressive disorders represented the second leading cause of disability worldwide, and MDD was responsible for 2.5% of global DALYs. 36 In Ontario, the largest province in Canada, the disease burden in HALYs with MDD was greater than the combined burden of breast, colorectal, lung, and prostate cancers. 37 MDD also is associated with serious impairment in quality of life 38 and has major economic impact owing to occupational costs, medical service costs, and suicide-related costs. In Canada, the economic burden of mental illness in 2003 was estimated at C$51 billion 39 ; although there are no Canadian data for MDD specifically, in the United States, the economic cost of MDD in 2010 was estimated at US$210.5 billion. 40 1.6. What Is the Occupational Impact of MDD?
MDD is associated with major productivity losses as a result of absenteeism (time away from work) as well as presenteeism (illness-related productivity loss while at work). The World Health Organization (WHO) Mental Health Surveys found that depression accounted for over 5% of the population illness-related productivity loss; participants with depression had a yearly mean of 34.4 ''days out of role,'' which was largely invariant by country. 41 In Canada, workers with MDD, compared to those without depression, were twice as likely to leave work during a 10-year follow-up. 42 Increased severity of illness, 43 concurrent medical conditions, 44 and comorbid anxiety disorders 45 result in a higher degree of work disability and greater absenteeism in people with MDD. In addition to overall severity, individual symptoms of MDD can differentially affect workplace performance. Work impairment is most closely associated with impaired concentration and depressed mood, followed by fatigue and insomnia. 46 Cognitive dysfunction is also more strongly associated with loss of workplace productivity than ratings of depression severity. 19 Depression treatment has a significant positive effect on work productivity. 47 Unfortunately, a substantial proportion of depressed workers do not receive evidence-based treatment. 48 
What Is the Impact of MDD on Other Domains?
Social factors (e.g., relationships and social activities) have a complex interrelationship with depressive disorders, including a substantial role in the causation of MDD. 49 It is therefore unsurprising to observe strong associations between MDD and social impairment, especially in social and close-relation domains. 50 Depressed mood, loss of interests, impaired concentration, and self-blame are the symptoms most associated with social impairment. 46 Depression in parents may also affect the health of their children. Perinatal maternal depression is associated with multiple adverse outcomes in children, including increased problems with emotional regulation, internalizing disorders, behavioural disorders, hyperactivity, reduced social competence, insecure attachment, adolescent depression, and negative effects on cognitive development. 51 Adverse effects in offspring are also observed in the case of paternal depression. 52, 53 Effective treatment and remission of maternal depression is associated with improved parenting and a reduction in psychiatric symptoms in the offspring. 54-56
What Is the Impact of MDD on Physical Health?
MDD is associated with many chronic medical conditions, including heart disease, arthritis, asthma, back pain, chronic pulmonary disease, hypertension, and migraine. 57 Depression is an independent risk factor for ischemic heart disease and cardiovascular mortality, 58, 59 and vascular risk factors are also associated with onset of depression in later life. 60 The presence of depression substantially increases the level of disability 61 and reduces quality of life [62] [63] [64] in individuals with chronic medical illness.
MDD can affect medical conditions via multiple mechanisms. Depression reduces adherence to treatment 65, 66 and interferes with participation in preventive health care. 67, 68 Depression is also associated with important risk factors for physical illness, including sedentary lifestyle, 69 obesity, 70 and cigarette smoking. 71 The pathophysiology of depression appears to be related to other fundamental mechanisms of disease (e.g., MDD shares a complex and bidirectional relationship with obesity and associated metabolic problems 70, 72 ) and is associated with immune-inflammatory dysfunctions that are implicated in reduced neural plasticity and neuroprogression. 73-75
How Does MDD Typically Present in Clinical Practice?
Depressive disorders have a broad range of presentations in clinical practice, especially in primary care settings. Emotional symptoms are often attributed to stressful work, relationship stress, or life stress, and presenting complaints are often physical symptoms because of the high degree of comorbidity with other medical conditions. Hence, MDD often goes unrecognized and untreated, even in clinical settings.
Screening for depression has been recommended by some agencies 76, 77 and not by others. 78 The value of screening remains controversial because of the limited evidence base on effectiveness, 79 although screening is more effective when additional supports (e.g., treatment protocols, care management) are available. 80 CANMAT recommends that screening be done in primary and secondary care settings in individuals with risk factors (summarized in Table 5 ) when there are available resources and services for subsequent diagnostic assessment and management. The quick 2-question screen (''In the last month, have you been bothered by little interest or pleasure in doing things?'' and ''In the last month, have you been feeling down, depressed or hopeless?'') remains an effective and simple approach for screening in clinical practice. 81 An answer of ''yes'' to either question requires a more detailed assessment.
What Are the Basic Principles of Clinical
Management? Table 6 summarizes the principles of clinical management of MDD. A comprehensive assessment and management plan, including attention to safety, is the foundation of quality care. A thorough psychiatric assessment should include a comprehensive symptom inquiry, including an evaluation for bipolar disorder, anxiety disorders, and substance use disorders, as these are frequently comorbid with depression. Collateral information should be gathered whenever possible.
Stepped care 82 and chronic disease management models 83 are associated with significant improvements in depression outcomes compared to usual care. These models are consistent with the CANMAT delineation of recommended lines of treatment (see other sections). Common elements of these approaches are applicable to other treatment settings and include systematic monitoring of patient outcomes, patient education, 84 and treatment decisions that are evidence-based and responsive to therapeutic goals.
Poor treatment adherence and high discontinuation rates represent a major challenge, particularly for pharmacotherapy. Strategies for enhancing adherence include patient education and supported self-management, as well as use of collaborative care systems by practitioners. Treatment adherence should be discussed at an early stage and monitored frequently during treatment in a collaborative manner. A weak therapeutic alliance predicts poorer treatment adherence. 85 Self-management refers to the individual's ability to manage depression and associated treatments, physical and psychosocial sequelae, and lifestyle modifications. Supported self-management typically includes action planning to change behaviour. Techniques include behavioural activation, communication skills, coping with emotion, patient education, healthy lifestyle, relapse-prevention planning, skill development, and self-monitoring. 86 In addition to decreasing patients' reliance on health care providers, effective self-management also serves to increase empowerment and self-efficacy. 86 Peer-support service delivery models are seeing broad uptake and may offer promise, but further research is required to fully evaluate effectiveness. 87 
How Do You Assess Suicidal Risk?
Suicidal ideation, plans, and attempts are highly prevalent among people with MDD. 88, 89 Every clinical encounter with a patient with MDD should include an assessment of suicide risk. Table 7 shows the modifiable and nonmodifiable risk factors for suicide; history of suicide attempt is the strongest risk factor. The low base rate of suicide makes it difficult to predict suicide risk at an individual level. 90 Suicide risk assessment tools are available (e.g., SADPERSONS, 91, 92 Columbia Suicide Severity Rating Scale, 93, 94 Chronological Assessment of Suicide Risk interview guide 95 ) and, while not particularly reliable in predicting future suicide attempts, can aid systematic assessment and documentation in clinical practice.
What Is Measurement-Based Care?
Measurement-based care refers to the systematic use of measurement tools, such as validated rating scales, to monitor Conduct a thorough biopsychosocial assessment, using clinical scales. Obtain collateral information whenever possible. Formulate a diagnosis and differential diagnosis. Establish a therapeutic alliance. Support education and self-management (Level 2 Evidence). Engage the patient as a partner to determine treatment goals. Construct a comprehensive management plan, including safety, together with the patient and his or her family (or other supports) if possible. Deliver evidence-based treatments. Monitor outcomes with measurement-based care (Level 2 Evidence). outcomes and support clinical decision-making. Using simple rating scales for measurement-based care of depression can improve outcomes such as symptom remission and adherence. 96, 97 Table 8 shows some clinically useful examples of the many available patient-rated and clinician-rated scales. Symptom scales can be useful tools for screening, diagnosis, and monitoring outcomes. For example, the important distinction between symptom response (usually defined as 50% or greater reduction in baseline score) and remission (a score in the nondepressed range) can be reliably determined using symptom scales.
Routine monitoring of patient outcomes must go beyond assessing the symptoms of depression and include the ongoing evaluation of functional impairment 98 and quality of life. 99 These outcomes are more important and relevant to patients, and each may vary independently of symptoms. Assessing functionality should include the evaluation of appropriate domains, such as occupational, social, or educational functioning. 100 Quality-of-life assessments, in comparison, offer the opportunity to evaluate patient well-being and overall health satisfaction more broadly. 99 Measurement-based care can be incorporated into busy clinical settings using patient-rated questionnaires, which are highly correlated with clinician-rated scales but simpler to use and more efficient. Outcome scales are often used in conjunction with clinical algorithms, such as for decisions about medication adjustment. 101 The use of measurement tools should supplement and not replace clinician judgement.
What Are the Phases of Treatment?
The previous CANMAT guidelines proposed a 2-phase model (acute and maintenance phases) 102 for treatment, in contrast to the traditional 3-phase model (acute, continuation, and maintenance). 103 The distinction between continuation and maintenance phases was based on a theoretical difference between relapse (symptoms recurring before resolution of the current episode) and recurrence (symptoms that constitute a new episode, after recovery from the previous episode). 103 Recent reviews have highlighted the inconsistent use of these terms and lack of evidence to support distinct demarcations between episodes 104 ; hence, CANMAT continues to endorse a single concept of relapse/recurrence and the 2 treatment phases ( Table 9 ).
What Are the Goals of Acute and Maintenance Treatment?
The acute and maintenance treatment phases can be summarized with 2 clinical questions: ''How do you get people with depression well?'' and ''How do you keep them well?'' The primary target goals for acute treatment include symptom remission, which implies that signs and symptoms of depression are absent or almost so, and restoration of premorbid psychosocial functioning (Table 9 ). Full symptom remission is important because residual depressive symptoms are risk factors for relapse and negative predictors of long-term outcome. 105, 106 For the maintenance phase, a key goal is prevention of recurrence (Table 9 ). Clinicians should focus on healthy life strategies, personality vulnerabilities, long-term selfmanagement, and clinical strategies to reduce recurrence. 104, 107 In a significant proportion of patients with MDD, maintenance pharmacological, psychological, complementary and alternative medicine, and neurostimulation treatments have a role in the prevention of recurrence (see other sections). 
Who Needs Longer Term Treatment?
Following successful acute phase treatment (i.e., syndromal remission), clinicians must determine which patients require longer term (maintenance) treatment and for how long. The heterogeneity of MDD results in a varied longitudinal course, but half of patients will have a chronic or recurrent course of depression. Table 10 shows the risk factors for recurrence. 104, 108 Risk-prediction support tools have been developed to estimate risk of recurrence based on individuals' unique exposure to a key set of risk factors. 109 While risk-prediction Technology and the Internet have dramatically changed medicine. According to Statistics Canada, 83% of Canadians had Internet access in 2012, and more than 70% use the Internet daily; 62% were smartphone users. 110 e-Mental health refers to the use of computers, Internet, and mobile devices for mental health information and care. 111 e-Mental health applications are now widely available for information, screening, assessment and monitoring, interactive selfmanagement and psychotherapy (see Psychological Treatments section), and social support. Clinicians should be aware that there are benefits and potential harms to using and recommending e-Mental health applications and that few have good-quality evidence to support effectiveness. 111, 112 Table 11 lists some examples of e-Mental health resources that are evidence-based and/or come from credible sources.
